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Please replace the paragraph from lines 10-29 on page 40 with: 



Individual colonies are selected, cut with AsuII and BamHI, and the size of the 
*2^s AsuII/BamHI fragment determined. Colonies in which both the primer 1 and primer 2 sequences 
are correctly inserted are further amplified, an cut with AsuII and BamHI to produce the gene 
activation construct 

cgaagcgaggcagccagcgagggagagagcgagcgggcgagccggagcgaggaaATCGAAGGTTCGAATCCTTC 
CCCCACCACCATCACTTTCAAAAGTCCGAAAGAATCTGCTCCCTGCTTGTGTGTTGG 
AGGTCGCTGAGTAGTGCGCGAGTAAAATTTAAGCTACAACAAGGCAAGGCTTGACC 
GACAATTGCATGAAGAATCTGCTTAGGGTTAGGCGTTTTGCGCTGCTTCGCGATGTA 
CGGGCCAGATATACGCGTTGACATTGATTATTGACTAGTTATTAATAGTAATCAATT 
ACGGGGTCATTAGTTCATAGCCCATATATGGAGTTCCGCGTTACATAACTTACGGTA 
m AATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCATTGACGTCAATAATGAC 
Cj GTATGTTCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAATGGGTGGACTA 
* TTTACGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCC 
£ CCCTATTGACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGAC 
J CTTATGGGACTTTCCTACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACCATG 
jn GTGATGCGGTTTTGGCAGTACATCAATGGGCGTGGATAGCGGTTTGACTCACGGGGA 
J TTTCCAAGTCTCCACCCCATTGACGTCAATGGGAGTTTGTTTTGGCACCAAAATCAA 
£ CGGGACTTTCCAAAATGTCGTAACAACTCCGCCCCATTGACGCAAATGGGCGGTAG 
GCGTGTACGGTGGGAGGTCTATATAAGCAGAGCTCTCTGGCTAACTAGAGAACCCA 
Q CTGCTTACTGGCTTATCGAAATTAATACGACTCACTATAGGGAGACCCAAGCTTGGT 
Q ACCGAGCTCGGATCgatctgggaaagcgcaagagagagcgcacacgcacacacccgccgcgcgcactcgg (SEQ ID 
No. 25) 
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Please replace the first paragraph on page 53 with: 



In an illustrative embodiment, the ptc therapeutic can be an antisense construct for 
inhibiting the expression of patched, e.g., to mimic the inhibition of patched by hedgehog. 
Exemplary antisense constructs include: 



5'-GTCCTGGCGCCGCCGCCGCCGTCGCC (SEQ ID No. 26) 
5 ' -TTCCGATGACCGGCCTTTCGCGGTGA (SEQ ID No. 27) 
5 '-GTGCACGGAAAGGTGCAGGCCACACT (SEQ ID No. 28) 



# 

The replacement paragraphs presented above incorporate changes as indicated by the 
marked-up versions below. 

In an exemplary embodiment, portions of the 5' flanking region of the human Shh gene 
are amplified using primers which add restriction sites, to generate the following fragments 

5 ' -gcgcgcttcgaaGCGAGGCAGCC AGCGAGGGAGAGAGCGAGCGGGCGAGCCGGAGC- 
GAGGAAatcgatgcgcgc (primer 1) fSEO ID No. 23) 



5 ' -gcgcgcagatctGGGAAAGCGC AAGAGAGAGCGCAC ACGCACACACCCGCCGCGCG- 
CACTCGggatccgcgcgc (primer 2) (SEP ID No. 24) 



D Individual colonies are selected, cut with AsuII and BamHI, and the size of the 

Cj AsuII/BamHI fragment determined. Colonies in which both the primer 1 and primer 2 sequences 

1 w are correctly inserted are further amplified, an cut with AsuII and BamHI to produce the gene 

yn activation construct 

CP 

T cgaagcgaggcagccagcgagggagagagcgagcgggcgagccggagcgaggaaATCGAAGGTTCGAATCCTTC 
h CCCCACCACCATCACTTTCAAAAGTCCGAAAGAATCTGCTCCCTGCTTGTGTGTTGG 
3 AGGTCGCTGAGTAGTGCGCGAGTAAAATTTAAGCTACAACAAGGCAAGGCTTGACC 
H GACAATTGCATGAAGAATCTGCTTAGGGTTAGGCGTTTTGCGCTGCTTCGCGATGTA 
y CGGGCCAGATATACGCGTTGACATTGATTATTGACTAGTTATTAATAGTAATCAATT 
O ACGGGGTCATTAGTTCATAGCCCATATATGGAGTTCCGCGTTACATAACTTACGGTA 
H- AATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCATTGACGTCAATAATGAC 
GTATGTTCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAATGGGTGGACTA 
TTTACGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCC 
CCCTATTGACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGAC 
CTTATGGGACTTTCCTACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACCATG 
GTGATGCGGTTTTGGCAGTACATCAATGGGCGTGGATAGCGGTTTGACTCACGGGGA 
TTTCCAAGTCTCCACCCCATTGACGTCAATGGGAGTTTGTTTTGGCACCAAAATCAA 
CGGGACTTTCCAAAATGTCGTAACAACTCCGCCCCATTGACGCAAATGGGCGGTAG 
GCGTGTACGGTGGGAGGTCTATATAAGCAGAGCTCTCTGGCTAACTAGAGAACCCA 
CTGCTTACTGGCTTATCGAAATTAATACGACTCACTATAGGGAGACCCAAGCTTGGT 
ACCGAGCTCGGATCgatctgggaaagcgcaagagagagcgcacacgcacacacccgccgcgcgcactcgg (SEQ ID 
No. 25) 
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